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This lntemalk>nalSean^ Report has been prepaied by tttlslnftennatl^^ applicant 
aooordlng to Article ia A copy Is being transmitted to the IntentaHonal Buneaa 

This Intenriatlonal Search Report consists of a total of sheeta 

|T| ItlsalsoaaxHnpanledbyacopyof eachpfk>rartdocumemcftedbithlsre^^ 



1. Basis of the rspoft 

a. WRh mgard to the language, the Inteniatlonal search was carried out on the basis of the tntemailonal application In the 
tanguage In which It was filed, unless otherwise b^lcated under this Item. 

rn the Intennatlonal search was canied out on the basis of a translation of the Intennatlonal appDcation furnished to this 
' Authorfty (Rule 2ai (b)). 

b. V\nh regard to any miclaotidsandror amino add eaqtieffwe disclosed In 
was canied out on the txasis of the sequence Osttng : 

I I oontalried In the liTtenriatlonalapplkatlon In written fonn 

filed togettier with the bitematlonal application In computer iBadat)le form, 
furnished stiraequenlly to this Authority In written fomn. 
fumlsfied sdMequently to this Authority In computer readble form. 



□ 
□ 
□ 
□ 

□ 



the statement that the subsequently furnished written sequence Dating does not go beyond the disclosure In the 
International application as filed has t>een fumlsfied. 

the statement ttiat the Inf onrnadon rscorded In computer readat>le fonn Is Identical to the written sequence listing has t>een 
funilshed 



a 



I I Certain claims ware found imsaarctiabla (See Box 1). 
rn Unity of invention is laeldng (see Box 11). 



4. With regard to the title, 

Pn the text Is approved as sutmltted t>y the appBcanL 

rn ttw text has been established by this Authority to read as follows: 



& WRh regard to the ^Mtract, 

PC] the text Is approved as stdNTifttedtyy the appOcart. 

rn the text has been established, according to RUe 38^), by this Authority as It appears In B^ 
■ — I wlhftn one rnorith from the date of rnalkig of this IriternatJo^ 

a The figure of the ffemringa to be pubOshedwfth the abstract Is Figure Na 



ri as suggested by the applicant (T] f4one of the figures. 

|~| because the applicant faled to suggest a f^jure. 

I I because ttils figure better characterizes the tnventkm. 
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m 



Aoooidlig to tntemaflonal Patent qassfflcaaon <IPC) or to both naflotial daasWcaflon and IPC 



& RODS SEARCHED 


Mnknun docunentaUon seafched (ctasslQcaflon system folowfed by dasslfkxdkvi sy^ 

IPC 7 A61L 


Dociinerrtafloneecuched Other than itMti^ In the flel<is searched 


Sectiorfc data t>ase consisted during the kitemadonal search (name of data be 


Be and, m^ieie pracMcel. search ternis tsed) 


C DOCUMEinB CONSIDERED TO BE RELEVANT 


Category^ 


CttatSon of document wRh bidcatlon, where appropriate, of ttte relevant passages 


Relevant to dakn No. 


X 


EP 0 251 695 A (COLLAGEN CORP) 
7 January 1988 (1988-01-07) 
clalflns; examples 1-4 




1-9 


X 


US 5 256 140 A (FALLICK HARRY) 
26 October 1993 (1993-10-26) 
claims 




1-9 


X 


US 4 582 640 A (SNESTAD THOMAS L 
15 April 1986 (1986-04-15) 
claims 


ET AL) 


1-9 


X 


US 4 837 285 A (BERG RICHARD A ET AL) 
6 June 1989 (1989-06-06) 
claims; examples 


1-9 






■/- 




1 y| Further dociffnentB are Isted bi the oontkiuatlon of box C. 


[y 1 Patent fiamUy members are Isted 


ki annex. 


Spedai categories of cited docunents : 

"A" doounentdeMig the general etSEte of ttie ait wtilch Is not 
considered to be of partkxitar relevanoe 
earfJer doounent but pubiahed on or after the htemaflcnal 
fling date 

"L" docunent wMch may fhroMT doiijiB on priority daMsior 
vvHch b dted to eetatfish the pilAcaficn date of another 
cftallon or other special reason (as spedfled) 

'Xy document refentng to an oral dadosure, use, exHbfttonor 
other means 

"P" docunenft jptjtMthed prior to the biteinuflonal fn>g date but 
later than the priority date dabned 


T" later document piAflshed after the kitemattonal fUig date 
or priority date and not kioonfldv^ltte applcaflon but 
dted to uideretandttie principle or theory mdertyfngttie 
Invenllon 

"X" doounent of partlcdar relevance; ttie claimed fewentkm 
cannd be considered novd or cannot l>e considered to 
hivdve an tnvenUve step wtien tfie document Is taken done 

docment of parflcdar relevance; the datmed bwentlon 
camd beoonddered to Involve an hvenflve step wtm the 
doctment Is ccmbfeied wflh one or more other such doci>- 
ments, such oombkiatton kidng obvious to a petson skfled 
ki the art. 

docunent member of the same patent feimty 
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WO 93 13755 A (COLETICA) 
22 July 1993 (1993-07-22) 
claims 

EP 0 697 218 A (C0LLA6EN CORP) 
21 February 1996 (1996-02-21) 
claims; examples 1-10 

EP 0 083 868 A (COLLAGEN CORP) 
20 July 1983 (1983-07-20) 
claims 

US 5 523 291 A (JANZEN ERNST ET AL) 
4 June 1996 (1996-06-04) 
cited In the application 
claims; example 



US 5 705 488 A (JANZEN ERNST 
6 January 1998 (1998-01-06) 
cited In the application 
claims 



ET AL) 
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tntamatkmal AppGcation No 

kCT/GB 99/03013 



Patent document 
cfted bfi search report 


Pii>Ocatlon 
date 


Patent fofiuiy 
member(8) 


PiMcaUon 
datd 


EP 0251695 A 


07-01-1988 


us 


4803075 


A 


07-02-1989 






AU 


7467187 


A 


07-01-1988 






JP 


1899011 


C 


23-01-1995 






JP 


6022581 


B 


30-03-1994 






OP 


63119772 


A 


24-05-1988 



US 5256140 A 26-10-1993 NONE 



US 4582640 



15-04-1986 



AT 


27821 


T 


15-07-1987 


CA 


1224210 


A 


14-07-1987 


EP 


0089145 


A 


21-09-1983 


JP 


1036840 


B 


02-08-1989 


JP 


1554411 


C 


23-04-1990 


JP 


58170796 


A 


07-10-1983 


JP 


1085661 


A 


30-03-1989 


JP 


1791992 


C 


14-10-1993 


JP 


4078311 


B 


10-12-1992 



US 4837285 



06-06-1989 



US 


4970298 


A 


13-11-1990 


AU 


4210585 


A 


01-11-1985 


BR 


8506206 


A 


15-04-1986 


CA 


1295796 


A 


18-02-1992 


DE 


3585069 


A 


13-02-1992 


DK 


547485 


A 


24-01-1986 


EP 


0177573 


A 


16-04-1986 


ES 


541629 


A 


01-04-1986 


FI 


854692 


A 


27-11-1985 


IT 


1182725 


B 


05-10-1987 


JP 


8011121 


B 


07-02-1996 


JP 


61502129 


T 


25-09-1986 


MX 


163953 


6 


03-07-1992 


NO 


854723 


A 


26-11-1985 


WO 


8504413 


A 


10-10-1985 


US 


4841962 


A 


27-06-1989 


US 


4925924 


A 


15-05-1990 


US 


4937323 


A 


26-06-1990 


US 


4703108 


A 


27-10-1990 



UO 9313755 A 22-07-1993 



FR 


2686250 A 


23-07-1993 


AT 


136773 


T 


15-05-1996 


DE 


69302262 


D 


23-05-1996 


DE 


69302262 


T 


19-09-1996 


EP 


0621776 


A 


02-11-1994 


ES 


2090969 


T 


16-10-1996 


JP 


7503001 


T 


30-03-1995 


US 


5658593 


A 


19-08-1997 



EP 


0697218 


A 


21-02- 


-1996 


US 
US 
US 


5550187 A 
5643464 A 
5527856 A 


27-08-1996 
01-07-1997 
18-06-1997 


EP 


0083868 


A 


20-07- 


-1983 


US 


4424208 A 


03-01-1984 












CA 


1199580 A 


21-01-1986 












JP 


1329859 C 


30-07-1986 












JP 


58121958 A 


20-07-1983 












JP 


60054288 B 


29-11-1985 


US 


5523291 


A 


04-06- 


■1996 


AU 


675879 B 


20-02-1997 
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PiMcatlon 
date 



AU 


7685794 A 


27-03- 


■1995 


BR 


9407420 A 


12-11- 


-1996 


CA 


2170754 A 


16-03- 


-1995 


CN 


1133562 A 


16-10- 


-1996 


EP 


0717634 A 


26-06- 


-1996 


JP 


9502372 T 


11-03- 


-1997 


UO 


9507095 A 


16-03- 


-1995 


US 


5705488 A 


06-01- 


■1998 



US 5523291 



US 5705488 


A 


- 06-01-1998 


US 


5523291 A 


04-06-1996 








AU 


675879 B 


20-02-1997 








AU 


7685794 A 


27-03-1995 








BR 


9407420 A 


12-11-1996 








CA 


2170754 A 


16-03-1995 








CN 


1133562 A 


16-10-1996 








EP 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent* s file reference 
23576 



FOR FURTHER ACTION 



See Notification of Transmittal of International 
Preliminary Examination Report (Form PCT/IPEA/41 6) 



International application No. 
PCT/GB99/03013 



International filing date (day/month/year) 
10/09/1999 



Priority date (day/month/year) 
11/09/1998 



Intemational Patent Classification (IPC) or national classification and IPC 
A61L27/36 



Applicant 

TISSUE SCIENCE LABORATORIES LIMITED et al. 



1. This international prelinnlnary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 5 sheets, including this cover sheet. 

S This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the POT). 

These annexes consist of a total of 2 sheets. 



3. This report contains indications relating to the following items: 



Basis of the report 



II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 




VIII 


□ 



citations and explanations suporting such statement 

Certain documents cited 

Certain defects in the international application 



Date of submission of the demand 
11/04/2000 



Date of completion of this report 
21.12-2000 



Name and mailing address of the intemational 
preliminary examining authority: 

European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 



Authorized officer 
Bochelen. D 

Telephone No. +49 89 2399 8150 




Form PCT/lPEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/GB99/03013 



i. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70,17).): 
Description, pages: 

1-12 as originally filed 



Claims, No.: 

1-8 with telefax of 26/09/2000 



2. With regard to the language, all the elements marked above were available or fumished to this Authority in the 
language in which the intemational application was filed, unless otherwise Indicated under this item. 

These elements were available or fumished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the intemational search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained In the international application In written form. 

□ filed together with the intemational application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable fomn. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the intemational application as filed has been furnished. 

□ The statement that the Information recorded in computer readable fomn is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description. pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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INTERNATIONAL PRELIMINARY 
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International application No, PCT/GB99/0301 3 



(Any replacement sheet containing such amendments must be refened to under item 1 and annexed to this 
report,) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 4 

No: Claims 1-3,5-8 

Inventive step (IS) Yes: Claims 

No: Claims 1-8 

Industrial applicability (lA) Yes: Claims 1-8 

No: Claims 



2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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Re Item V 

Reasoned statement under Rule 66.2(a)(il) with regard to novelty, inventive step 
or industrial applicability; citations and explanations supporting such statement 

1) Reference is made to the following documents: 

D1 : EP-A-0 251 695 (COLLAGEN CORP) 7 January 1 988 (1 988-01 -07) 

D2: US-A-5 256 1 40 (FALLICK HARRY) 26 October 1 993 (1 993-1 0-26) 

D3: US-A-4 582 640 (SMESTAD THOMAS L ET AL) 1 5 April 1 986 (1 986-04-1 5) 

D4: US-A-4 837 285 (BERG RICHARD A ET AL) 6 June 1 989 (1 989-06-06) 

D5: WO 93 1 3755 A (COLETICA) 22 July 1 993 (1 993-07-22) 

D6: EP-A-0 083 868 (COLLAGEN CORP) 20 July 1983 (1 983-07-20) 

D7: US-A-5 523 291 (JANZEN ERNST ET AL) 4 June 1996 (1996-06-04) cited 

in the application 

D8: US-A-5 705 488 (JANZEN ERNST ET AL) 6 January 1998 (1998-01-06) 
cited in the application 



2) Novelty (Art. 33 C\) and (2) PCT) . 

Claims 1-3. 5-8 appear to be not new. The prior art discloses compositions 
suitable for implants comprising particles of collagen (D1 : p2 149 and p3 132; D2: 
col2 13; D3: claim 1; D4: col2 123; D5: p5 113; D6: p2 113), free of foreign material 
(D4: col3 115) the collagen being cross-linked (D1: p3 133; D3: col6 18; D4: col3 
117; D5: p6 125; D6: p2 113) dispersed in biocompatible medium (D1: p3 19; D2: 
col3 111; D3: col6 18; D4: col4 148, claim 8; D5:p5 116, claim 1; D6: p6 113) that is 
saline (D1 : p3 139; D2: p3 13; D3: claim 1 ; D4: col5 122; D6: p6 128), a dextran 
solution (D1: p8 table2; D5: p6 13), glycerol (D1: p8 table2; D4: col5 118; ) or a 
polysaccharide (D1: p8 table2; D5: p5 114). The particle size (D3: collO 133; D4: 
col 3 123; D5: p7 129-31 ; D6: p6 18), concentration of solids (D1 : claim 4; D5: p7 
136) and consistency (D4: col8 138) of the compositions fall within the scope of 
claims 6. 7 and 8 . 

The technical feature of claim 1 contemplating collagenous particles sufficiently 
large to preserve the original architecture of the natural tissue is not clear enough 
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to delimit claim 1 from the prior art. Even, when the specific particle size of 
dependent claim 6 are taken into account, the subject-matter of the claims is not 
delimited from the prior art. 

Claim 4 appears to be new. The prior art discloses implant compositions 
containing collagenous material and elastin (D7: claim 1; D8: claim 1) from which 
said claim differs that the collagenous material is in form of particles. 

3) Inventive step (Art. 33 (1) and (3) PCTY 

Documents D7 and D8 describe compositions containing fibrillar collagen, 
eventually cross-linked (D7: col2 165), and elastin (D7: col1 136; D8: coll 138). The 
starting material is an elastin rich ligament that is used to produce fibers of 
collagen and elastin after being milled. It would be obvious for a skilled person to 
prepare a composition according to claim 4 by adapting the method disclosed in 
D7 and D8. Therefore, the subject-matter of claim 4 does not involve an inventive 
step. 

Re Item VII 

Certain defects in the international application 

a) Costar (plO 125) is a registered trademark but is not acknowledged as such. 
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i - 1 

I. ■ ■ : i 

1. An iaaplant coiaposltilon which coinpri ses a. 

bxocompat-lble cajrrxer loedLtcn jliavijtg dispersed' therein I 

. 5 particles of collagenoas mateprial where ±ix& particles ; 

* . ■ ■ i 

are suf f icient-ly larg-e to preserve tie original 

architecture and molecxxlajr structure of the natural ! 

tissue material from which they are derived and whereooi 

the collagenous anateriai is slubstantially free of non-r 

* ^ t, 

10 fibrous tissue proteins glydoprcteins , cellular 

elements and lipids or lipid Iresidnes and which is noii- 

cytctoxic. I * 

* * *. • 

! - [ 

2 . A Goinposition according )ta Claim 1 wherein the [ 
15 collagenous material is free lor substantially free of ' 

antigenic polysaccharides and nmcopolysaccharides * ■ 

f * • 

3 . A composition according jto .Claim 1 or 2 wherein i|ie 
biocoii5>atihle medium is salizie^ dextran solution,, or ? 

20 glycerol or a non^-toxic antigenic viscous ; 

polysaccharide. ; I 

i : f ' 

4. A composition according 1 to any; one of Claims 1 t6 3 
wherein the collagenous material contains a proportion 

<■ i 

25 . of eiastin, i ■ \ 



5. A composition according i to any one of Claims 1 to 4 
wherein the collagenous inaterial is cross-linXed. 

I ' ^ • 

; ■ ■ i 

30 6. A composition according! to any one of Claims 1 to 5 

i * ■ ■ ( 

waereon the particle size of \ the paziticles of r 

collagenous material is within the range of SO to 500-- 

microns. | ^ * . | 

35 7* A composition according ; to any one of the pireceding 
Clainis wherein the concentration of solids is 10 to 70 
percent by we2-ght and the consistency of the* conjposition ' 
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is such as tuD enable it to ac3SiLLiLlstered by injection. 



8. A. coinpositioii accoz^ding to any one of tbe pxeceedJIng 
claims wixerTBijt tiie cos^ositi^ is o£ a pasty ; 
consistency- ; | 



■ 1 



■■ J. 
■ - - I ■' 
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